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(57)Abstract: 

PURPOSE: To obtain a reverse transcriptase inhibitor having a strong inhibitory effect on a reverse 
transcriptase produced by HIV and useful for improvement and prevention of AIDS and for suppression or 
retardation of the crisis after infection with AIDS virus. 

CONSTITUTION: There is provided a reverse transcriptase inhibitor containing 2 -deoxy-L-ribonucleotide-5'- 
triphosphate, preferably 2'-deoxy-L-thymidine-5'- triphosphate as the active component and having a strong 
inhibitory effect on a reverse transcriptase produced by retrovirus. This compound can be produced by 
converting an L-nucleotide (an optical antipode of a natural type nucleotide) into its monophosphate, e.g. in the 
presence of phosphorus oxychloride and subsequently synthesizing its corresponding 5'-triphosphate compound 
therefrom, e.g. according to phosphorimidazolidate method. This compound is also useful as a regent for studies 
in the fields of biochemistry, genetic engineering etc. 
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F y 9 ^««SUt»& Lr^tf it#Jl i ia«soffl^¥ 
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[S*±©««#»] a*S£¥B3RffiSfiOK:B8 10 

"fS. 3 6K#l/<tt. #2MJJW. x-fX^-fJl/X (H 
I v : t FftStfy^-OWx) mov Fn*>-f;ux#jg 

re, x-rx) ®^*flg^ft*OT«iK*ft&£K? 

BSRIifFSlUtWrS. 

[«£*©»«] «£3fE. ^MX*U^>F©3fc3**tmf* 

tfi-FR:JS-f-&3' -97-2' -7**is-L-ls1- 
y>C3TC, Antimicrob. AqentsChanother . , 36, 168R-1 20 
694,1992) teJcC/S ' -9-7-2' -f**+">- 5 - 
■Jbtn- L-S^S'i-'CFrc, Antimicrob. Agents Che 
mother.. 36, 2423-2431, 1992) CC«lit>lnrl I VrStt 

tmtZCtfim^StlX^ZO. Med. Chem., 35, 42 
14-4220, 1992). 
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2' -f^f-L-ytfS* 
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tHfLfc<tC-5. C©{t£^#P Fa^;UX©iSifeT 

i v©aa-r*a!iB3nBR«ii< HS-rsor. x^x 

©BBSo&ftR:fflir»6n*HaiiLT:fcWfflr*&. * 
-f J ^-+->-L-y^^u^->r" 5' -h';o^ 

itrtt. fll^tf, 2' -^*f-L-*5S» 

5' - hyy^;2' -7 r ^-+->-L-'>yy> 

5' -b')<)AM;2' -m->-L-7^-» 
5' - hyD^;2' -ft*->-L-J'7y» 
5' -bV9AM;2' - 7**1'- L-is?is> 

5' -^yy^^©^M2' — f^+^ysio^u 

*fF 5' - hy»JAMO*#Wt*. te<tc;2' - 
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- f y i)A,m>yemwt*wi tan?**. 

[0003] *^©£K5fira^e*atta& u 
■CSSn-S2' -f r **->-L-y;i<2*b*i'F 
5' - F y <PA,»i;t, L-?-5y>^©L-5?^L/3|-^ 

f c^s* * f©******) maw* 

S/iSffDA^CCfcy 5' -*y»)/UMM*£L-fc». m 
x.tf*x*a s 2V y r- Fffitcj: -j-cSW&T* 5 ' 

- F y 9 AJH tfti f £ C 6 K «fc 9 gjjfit 5 C i jpc * 

X3?© U F a -Y t\> X ®H#T SSISift i'©feSS^ 
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;H2;l/n-x*;^>^A^©|3«SD ; t Fn+^af 
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>j<y b*x;ub-p y F>^©jf£^ffl ; xt-t y 

$;H»H©?tif?SiJ ; t KB+^'DtJM^* 
•b;Ha-X. 3tl. »{k*jr>«©3— f-v>y«U:X 

IS, ^^©SiitCtt. &Stffl&§*. ^ - 
a f u > y y a -*«o*tt* s ^BJeMHOmBt 
SDSL ^ «»VMftir> OMMMKfln : SitS^iJWtS©K 
**i»(iifiS©pHB»S)j : TT-m ^y-fey> 

v^dJ-'K yy-fey>. $mm<D$kn&L 5>y-A 
*S2' -?**iy-L-<)$?>7^ti'Y 5' - F 

y y /^»©— b */c y &5-m&o. 1 ~i,ooo mo/kq 

[0 0 0 5] 

[ ^JSWl ] «T> ^^Hj©sf j 1 1 >HMir * 6 2 ' - r 
t+^-L-^st^ 5' - F y *)AMlc?\,>x$e> 

6CE«s(|S«K|R5esn*Ci(3:ftl,>. 
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fc#«lOft:lk *nn#^Ai 0mir3Hffii*Ofc B ;R 
B£DE AE-WO-X (3cm I.D. X 7 cm, Whatm 
an DE-52) «C»#3-&r*ijfeLfcft, h 1/ x*;l/7>* 10 
i^Atffc-tf*- h^it^S^BB (0 -0.3M, 5 
00mlX2) r&ffil/fc. 5' -^U»tttf7 5 
*i/a>*«»T«»L. 2' -y**i/-L-*5^ 
> 5' -*>>^BKL-dTMP) 505 00 

267 (0.1 N HCI) ®& 6 3% 
[0006] 2' 5 y> 5' 

>>9A,® 475 Oft. r 4^^;U*;VA75 FKjSJBU 
tt)\,#~)\,V4 % ^V r -Jl'4 0.5flifl*«ftl«, MSKT 

Ofl*#0fc«, fc'Pt^KF '^WT^fi^^ 20 
Jl<#Jt,A7* (0.6 5 »;^;l//ml) lral^jSPftJU 

^Mr2 4 8#rifflj*u/c ft ffl&mzmmmuc&. n 

ffi**5 OmlfcifflBt/t:. rSttRl^AfcSJDLfc. 
W*K1 O^HUBffU&aKiijiL, 0HStC*5Oinl 
**ftll/Tj&JBl/fc. t<DfgK£DEAE--t?;Un--;* 
( 3 cm I.D. X7 cm, VAiatman DE-52) fcRSStfr* 
ffiUfcSt Fyx^I/7>*~$Atf#~^-h©i6 
fSifflS&JE (0 -0.5M, 5 0 0mix2) tttSttBL/fc. 
5' -hy^«*atr?**^3>*|tor«»U 
2' -fm-L-f^^S' -hVOAJKL- 30 
dTTP) €r»/c 0 370 ODut (0.1NHC1) 4X*7 * 
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5 0"C o 
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±f2<D2' -t**^-L-*S^> 5' - h 'J 0 A, 
tt (L-dTTP) Sffi^TJt^ttfcctW^-r^© 
DNA#y>5— tfCCftT&ftUB£fftS*0fc, #>J^7 

a) % ^ 5r hDNA#y^5~*fef/3(Pol|8 : Date, T., 
etal., Biochemistry, 27, 2983-2990, 1988), Vi/tf 
ED NA#yy (Polr : Izuta, S . , et al . , B 

iochem. Biophys. Res. Corrmun., 179, 776-783 , 139 

1) % fecttfH 1 V - 1 &&<b\s YU^ J )\>xjm?m 

^(HIV-1 RT)€ffil^c B DNA^'jy^-^iUhn 

IBO+a^-H/fca. SJt^^aor DEsi^t 
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*M4br, StHI VMtb-C®£U<D3' -T*Jb'~ 
3' -f^+^^WAZDOS' -M/!^BMt* 
(AZT-TP: Ono, K. , et al . , Biochem. Biophys. Res. C 
cmmun., 140, 498-507, 1986) a ~ d TT P (Yam 

aquchi, T. , et al . , Chem. Pharm. Bull., 32, 1441-1 
450, 1984)£fflOft 0 Po}a<Dm$l7°v<{-?-t bXH 
ttitDNA£fflL>/ c *§l^ L-dTTPKJ:£HW£W 

CC*fur«, L-dTTPKliSPM^M)*^S^6n/t 
AZT-TP4tb^£4, ^OKgStttt^fi 
^o/co a-dTTP5i PolrKftLrggl^lg 

rffli^i, L-dTTP^mv-iRT«:>Ptut:®c^i^ 

3ftfcL-dTTP©HiV-i RT^-r^PlW^SCCo^ 
5££&ifL/c4C6> L - d TT P&JSfTC'#><£> d T T * 
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j p 4 fSOTW-r & c 4 ffijjk 3 n/c 0 Hiv-i rticm r & l 
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